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REMARKS 

! laii is Status 

Claims 1 and 3-30 are pending in the subject application. 
Lack of Uni ty 

The Examiner alleges that the subject application contains inventions or groups of inventions 
that are not so linked as to form a single general inventive concept under PCT Rule 13.1. Thus, 
the Hxam.in.er requires restriction and election of a single invention from Exami ner's Groups 1 to 
42 (see Office Action, pages 2-6). 

The Examiner states that under the PCX's unity of invention, special technical features are 
defined as those that identify a contribution that each of the claimed inventions, considered as a 
whole, makes over the prior art. The Examiner alleges that the inventions listed as Groups 1-42 1 
do not. relate to a single general inventive concept because the claims lack the same or 
corresponding technical features in view of Khisti et. al. (2000). The Examiner alleges that. Khisti 
et al. disclose the use of fluoxetine (an SSRI) and bicuculline (a GABA antagonist) as effective 
in a mouse model of depression, and as such, further alleges that the combination was effective 
at reducing immobility time. The Examiner also alleges that Khisti et al. administer the 
combination and treat depression with same (see, e.g.. Office Action, page 6). 

The Examiner further alleges that Groups 1-2 are drawn to various treatments using different 
SSRJs and different GABA receptor antagonists, and requires election of a single SSRI and a 
single GABA antagonist. The Examiner alleges that the drugs do not share a special technical 
feature with one another and are therefore further restricted. The Examiner alleges that this 
requirement is not an election of species (see, e.g.. Office Action pp. 6-7). 



lii , t negation. Groups 1 i ified. ihoi i rovkkxl < 

Applicants correct what they believe is a typographical error by the Examiner. 
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Finally, the Examiner has acknowledged that rejoinder, in accordance with the provisions of 
MPEP 821,04, is available as a matter of right to Applicants upon allowance of the elected 
product claims (see, e.g , Office Action, pp. 7-8). 

In response to this Restriction Requirement, Applicants elect, with traverse, the invention of 
Group 22, i.e, claims 12-21, drawn to a pharmaceutical composition comprising a serotonin 
reuptake inhibitor (SRI) compound and a GAB As receptor antagonist, inverse agonist or partial 
agonist compound. 

Applicants traverse the Examiner's allegation of lack of unity under PCT Rule 13.1. because the 
inventions of Groups 1-42 are unified by the technical feature of a combination of a GABAg 
receptor antagonist, inverse agonist or partial agonist and a SRI. Applicants maintain that the 
combination is not disclosed in K hi sti et al., and therefore the technical relationship among the 
claims as a whole is Applicants' contribution over the prior art. 

Single General Inventive Concept 

PCT Rule 13.1 recites in part: "The international application shall relate to one invention only or 
to a group of inventions so linked as to form a single general inventive concept " 

Applicants maintain that, the single inventive concept of the subject application is the 
combination therapy of a GABAb receptor antagonist, inverse agonist or partial agonist and a 
serotonin reuptake inhibitor (SRI). 

1 1 j 1 b u t ion Oyer the .Prior . Art 

PCT Rule 13.2 recites: 

Where a group of inventions is claimed in one and the same international 
application, the requirement of unity of invention referred to in Rule 1.3. 1 shall be 
fulfilled only when there is a technical relationship among those inventions 
involving one or more of the same or corresponding special technical features. 
The expression "special technical features" shall mean those technical features 
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that define a contribution which each of the claimed inventions, considered as a 
whole, makes over the prior art. 

The Examiner cited Khisti et al. as prior art in asserting a lack of unity rejection, as previously 
described above (see also the Office Action at page 6, Section 2). However, the Examiner is 
respectful Sy mi staken. 

Khisti et ai. describes die investigation of an endogenous neurosteroid metabolite called 3 a- 
hydroxy-5a-pregnan-20-one, commonly known as 3a-5a-THP 5 and its antidepressant-Iike effects 
(see, e.g., p. 137, Introduction, lines 1-10). 3a~5a-1TIP is known as a GABA A receptor 
activating (agonist) compound (see, e.g., p. 137, Introduction, column L line 4 through column 
2, line 10). 

Khisti et al. further describe the administration of GABA A receptor-specific compounds, such as 
muscimol (agonist) and bicuculline (antagonist) in combination with the SRIs, fluoxetine or 
imipramine (see, e.g., p. 139, section 2.5, and Table 3). Yet Khisti et al. do not describe any 
GABAb receptor antagonist, inverse agonist or partial agonist, much less a GABAb receptor 
antagonist, inverse agonist or partial agonist in combination with an SRI. 

Clearly, then, Khisti et al. does not establish that this special technical feature of the present 
application is known; thus, this technical feature is a contribution over Khisti et al and the 
present invention has unity. 

Moreover, Applicants unexpectedly discovered that co-administration of a GABAb receptor 
antagonist, inverse agonist or partial agonist and an SRI, in contrast to the administration of one 
drug alone, significantly elevates serotonin (5-HT) levels in the brain, as measured by 
microdialysis (see, e.g., Figures 2-6 of the present application.) This result contrasts with the co- 
administration of a GABAa receptor antagonist and SRI, where the combination fails to further 
increase the 5-HT levels in the brain when compared to SRI alone (see, e.g.. Figure I of the 
present application). Yet Khisti et al. neither teaches nor suggests that a GABAb receptor 
antagonist, inverse agonist or partial agonist in combination with an SRI would enhance the 5- 
HT levels in the brain. Nor does Khisti et al. teach that the claimed combination would be useful 
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for the treatment of 5-HT related disorders. Therefore, Applicants' claims, in view of the 
description, make a contribution over Khisti et a!. 

Accordingly, the restriction of Groups 1-42 is not proper because the prior art does not teach the 
combination of a GABA B receptor antagonist inverse agonist or partial agonist and an SRI. 

Ma kush Utej [aJives 

Further, PCX Rule 13.3 recites: 

The determination whether a group of inventions is so linked as to form a single 
general inventive concept shall be made without regard to whether the 
inventions are claimed in separate claims or as alternatives within a single claim. 
(Emphasis added.) 

Additionally, unity of invention needs to be considered in relation to the independent claims and 
not the dependent claims. (See MPEP, Appendix AI, ANNEX B, §(c)(i).) 

Accordingly, the restriction of Groups 1-42 is not proper because the Examiner has focused 
Groups 1-42 on the independent claims and the dependent claims. 

International Preliminary Examination Report (IPER) 

Also, it is respectfully brought to the Examiner's attention that the decision with respect to unity 
of invention rests with the International Searching Authority or the International Preliminary 
Examining Authority (see, e.g.. §10.05 of Chapter 10, Unity of Invention, PCX Search and 
Preliminary Examination Guidelines (2004), p. 75.) 

Here, the International Preliminary Examining Authority did not find a lack of unity of invention 
for PCT/DK03/004 12, the international Application on which the present [national stage] 
application is based (see, e.g., the attached May 28, 2004 IPER.) 

The International Preliminary Examining Authority's decision, therefore, further supports 
Applicants' position that the restriction of Groups 1-42 is improper. 
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Conclusion 

For the foregoing reasons. Applicants' traverse the Examiner's requirement for restriction under 
the PCT Rules and respectfully request that the restriction be withdrawn. 

If a telephone interview would be of assistance in advancing prosecution of the above-identified 
application, Applicant's invite the Examiner to telephone undersigned at the number provided 
below. 

As previously stated, the fee for a two months extension is submitted herewith. Authorization is 
hereby given to charge any additional fee(s), or credit any overpayment, to Deposit Account No. 
50-3201. 

Respectfully submitted, 



/Margaret M. Buck; Reg. # 54.010/ 

Margaret M. Buck, Esq. 
Reg. No. 54,010 
Lundbeck Research USA, Inc. 
215 College Road 
Paramus, New Jersey 07652 
Tel. 201-350-0790 
Fax: 201-225-9571 
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* PRELIMINARY intematlonaiappScatton Ho, PCT/DK03/00412 
E XAMINATION REPORT : SEPARATE SHEE T . _ 

SECTION V: 

Document WO 99 37303 describes the combination of a GABA A a 2/3 agonist 
with a selective serotonin reuptake Inhibitor. 

The subject-mater of the claims differs therefrom in that the serotonin reuptake 
inhibitor is combined with a GABA 8 receptor antagonist, which was not obvious for 
the person skilled in the art. 

Therefore the subject-matter of claims 1 to 21 involves an inventive step. 
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